Mutations in the PAH gene can cause either classical phenylketonuria (PKU) or MHP. The genetic relationship between these different forms of PAH deficiency is complex. We report biochemical characterization and restriction fragment length polymorphism (RFLP) analysis of the PAH gene using cloned PAH in two families in which some siblings have PKU and others have MHP. In both families the mother has MHP and the father is biochemically normal. The first family has one child with PKU, one child with MHP, and two normal children. The second family has one child with PKU, three children with MHP, and one normal child. Haplotype analysis of the PAH gene using RFLPs demonstrates that in each family one allele from the father segregates with all the affected children (both PKU and MHP) while one of the maternal alleles segregates with PKU and the other with MHP. This analysis identifies several mutant PAH alleles which can cause either PKU or MHP. These findings demonstrate that, at least in these families, there is extensive overlap between those mutations causing PKU and those causing MHP. The two distinctly different clinical phenotypes reflect the effects of pairs of mutant alleles, presumably representing a variety of different mutations, which together have distinctive biochemical and pathophysiological consequences.
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Fetal and maternal sheep were studied to determine whether changes in gluconeogenic enzyme activities could be detected in the liver and/or kidney associated with nutritional deprivation. Thirteen ewes and 16 fetuses were sacrificed in the fed state while 13 ewes with 17 fetuses were sacrificed after five days of fasting, all at 125 days gestation (term = 147 days). Fetal weight was decreased in the fasted versus fed group (2.86 + .56 versus 3.61 + .58 kg, p <.001).
Weights of fetal liver 766 + 16 versus 107 + 27 gm), fetal kidney (9.3 + 1.9 versus 12.4 1.9 gm) and maternal kidney (74.9 + 8.3 versus 88.0 + 9.3 gm) were all significantly decreased iith fasting (p < .001). Tissues were analyzed for glucose-6-phosphatase (G-~-P), fructose-1,6-diphosphatase (FDP), glutamate-oxaloacetate aminotransferase (GOT) ana glutamate-pyruvate aminotransferase (GPT). In both fetus and mother, G-6-P and FDP were increased during fasting wherr measured per gm liver tissue and per mg protein (p <.001). GOT and GPT were also increased in fetal liver but not in kidney with fasting. However, activities of the enzymes per whole fetal liver or kidney were not different between fed and fasted states. Therefore, although gluconeogenic enzyme activities increased in relative activity per unit weight in fetal tissues auring fasting, total enzyme activity is unchanged due to a decrease in liver and kidney mass.
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Activities of five urea cycle enzymes were measured in maternal and fetal sheep liver during the normal fed state and following five days of fasting. Six ewes and 10 fetuses were studied in both the fed and fasted periods at 132 days gestation (term = 147 days) for liver protein, DNA and enzyme levels. Results indicated that protein and DNA contents remained unchanged during fasting in both the maternal and fetal liver. Fetal liver weight was decreased during fasting from 108 + 23 to 71 + 21 gm (mean + SD). Fed state fetal enzyme levels were at 25-50% of maternal values per mg DNA and 50-125% of maternal levels per gm liver. After fasting, four of the five enzymes increased by 2.3 to sixfold (per mg DNA) in fetal liver; only one enzyme (AS) increased significantly in maternal liver. Activities of each enzyme per whole fetal liver gave similar results.
Units urines All patienta ha3 < 1 m/day roteinuria. Diabetic patient characteristiceCdiab qndicesy: ages 3-24, duration diabetes 1.5-16 yrs mean HgbAl (nHA) 4.6-8.6%(n1<4.8%), current HgbA 3.4-i0.9~. Spot Srines were: obtained sterilely mi&-o ore filtered dial zed l ophylized sub ected to aodiun9dodecyf aulphate oiyacrylanihe i~, staineh witb Coonassie Blue and then anafyzed by an autonatic gel acanner/integrator. Peaks were grouped into the following fractions: %albunin(alb), %high molecular weight(hnw,>alb), %low nolecular weight(lmw,<alb). The protein to creatinine ratio (p/c) was also determined for each specimen. Niemann-Pick disease (NPD) is a heterogeneous group of disorders usually designated types A-E. Each type is characterized by the accumulation of excessive sphingomyelin. This classification scheme fails for an ever-growing number of NPD patients.
We report a 7% year old male with type B Niemann-Pick disease with normal neurological and intellectual function, but who does have cherry red spots. This patient represents the fourth case of a child with the clinical and biochemical findings of type B NPD, but with evidence of involvement of neural tissue. These patients may represent a distinct clinical variant of NPD, in whom the natural history has not yet been elucidated. The existence of this subset of type B NPD has implications for genetic and biochemical studies in NPD, as well as for genetic and prognostic counseling of families.
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Fetal-fasted 149 1885 53 67 137156 These data indicate that the in vivo studies which demonstrate a doubling in fetal urea production in the fasted sheep in latter gestation are associated with parallel increases in the fetal hepatic activities of several enzymes responsible for urea synthesis.
